,xift~"i nerves.' Juxta-articular collapse of bone is a rare manifestation,7 and in the few patients previously described has been attributed to bone necrosis secondary to the neuropathy. 9 We describe a patient with Portuguese familial amyloid polyneuropathy, proved by both immunohistochemistry and cDNA analysis, who developed acutely swollen joints due to haemarthroses secondary to pathological fractures through amyloid deposits in the adjacent bone.
Amyloid deposits in bone have been described in association with primary amyloid,' amyloid associated with myeloma,2 and, more recently, in amyloid associated with chronic haemodialysis.3 These deposits are seen as osteolytic lesions on x ray examination and may result in pathological fractures.4 Amyloid deposits in bone have not been described in secondary amyloidosis or in the hereditary amyloidoses.
Portuguese familial amyloid polyneuropathy is an autosomal dominant condition endemic in northern Portugal. The amyloid fibril protein that accumulates in tissues is known to be a mutant form of transthyretin (formerly known as prealbumin).5 Like other types of familial amyloidosis there is a predilection for peripheral kt-w V->..>_' 4 a ,s ,.
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,xift~"i nerves.' Juxta-articular collapse of bone is a rare manifestation,7 and in the few patients previously described has been attributed to bone necrosis secondary to the neuropathy. 9 We describe a patient with Portuguese familial amyloid polyneuropathy, proved by both immunohistochemistry and cDNA analysis, who developed acutely swollen joints due to haemarthroses secondary to pathological fractures through amyloid deposits in the adjacent bone.
Case report A 35 year old Portuguese man presented complaining of impotence, numbness in the feet and groin, diarrhoea, and weight loss. He had been referred to the rheumatology clinic because two years previously he had presented to another hospital with back pain and impotence. He had undergone a laminectomy for an L5/S1 disc protrusion, which improved the back pain but not the impotence. After this he developed diarrhoea with occasional steatorrhoea, weight loss of more than 20 kg, increasing numbness around the external genitalia and in the feet, straining at micturition with two episodes of incontinence, and a chronic painless ulcer on the plantar surface of the right foot.
He was born in northern Portugal, where his parents and sister still live. It was noteworthy that his parents were second cousins and his sister had had weight loss and chronic diarrhoea for the previous year.
Examination showed unequal but reactive pupils, absent ankle reflexes and diminished appreciation of light touch, pinprick, and temperature sensation in both feet and over the scrotum. Sacral sensation, however, was intact, and an anal reflex was present. Dorsiflexion, eversion, and inversion at the ankle was reduced (MRC grade 4) as was flexion of the toes. There was no postural fall in blood pressure and no change in heart rate or blood pressure on Valsalva manoeuvre.
Investigations showed normal lumbar spine x rays, and normal full blood count, erythrocyte sedimentation rate, and serum biochemistry. Other in Portuguese familial amyloid polyneuropathy. 0
Nine months after presentation to our unit he developed an acute swelling of the left knee after running for a bus. The joint was erythematous, hot, and painful. Aspiration of the joint showed frank blood, which was sterile. Radiographs demonstrated a pathological fracture associated with a lytic area under the medial tibial plateau (fig 2) . A biopsy of bone fragments from the lesion confirmed the presence of amyloid within bone and within the fracture callus. Immunohistochemical tests showed this to be transthyretin (fig 3) . This fracture has healed slowly with conservative management, but he subsequently developed a swollen, erythematous but painless right ankle and forefoot. Radiographs showed collapse of the right calcaneum below the subtalar joint. He was again treated conservatively by restriction of weight bearing and the joint slowly improved. 3 4 Fracture has been most frequently described in the hips,3 4 occurring in 23% of patients with bone cysts in dialysis associated amyloidosis. 3 Fractures of the tibia and calcaneum, as seen in our patient, are extremely uncommon with any type of amyloid deposition in bone previously
Discussion
described.
An erosive arthritis has been reported in two patients with Swedish type 1 hereditary amyloidosis, but no amyloid material was identified in joint tissues examined. 5 A synovitis that can resemble rheumatoid disease may occur in primary amyloidosis and in amyloid associated with myeloma. 6 Amyloid deposits can be demonstrated in synovium and joint capsule in such patients. The relation between such deposits and the induction of the synovitis is complicated, however, by the finding of deposits of amyloid in cartilage and joint capsule in normal joints. 17 18 Amyloid deposition in the bone marrow cavity seems to be a pathological process as it is not seen in the normal joint. 18 
